Dear Editor,

We have read with great interest the results of the population-based study performed by Rotundo et al., published in the previous issue of *Clinical and Molecular Hepatology* journal \[[@b1-cmh-2019-0034]\]. Researchers demonstrated that serum leptin levels were associated with the degree of hepatic steatosis -although the results became nonsignificant after adjustment for established cardio-metabolic risk factors, such as hypertension, type 2 diabetes, dyslipidemia, while they were also significantly associated with the degree of hepatic fibrosis, among patients with non-alcoholic fatty liver disease (NAFLD) \[[@b1-cmh-2019-0034]\].

A previous meta-analysis of observational studies on 34,043 participants confirmed that NAFLD represents a "key player" in the field of cardiovascular disease (CVD), without clear and specific causality \[[@b2-cmh-2019-0034]\]. A more recent observational study demonstrated that individuals with NAFLD exhibit a significantly higher risk of 10-year CVD incidence, further confirming this association \[[@b3-cmh-2019-0034]\]. Thus, there is a direct need for the identification and establishment of novel markers that can prove useful for the diagnosis and prognosis of CVD in this sensitive population.

Top-level evidence has failed to demonstrate a significant association between circulating levels of leptin and CVD. More specifically, Yang et al. showed that serum leptin was not significantly associated with coronary heart disease (odds ratio \[OR\]=1.07, 95% confidence interval \[CI\]; 0.96--1.19) and stroke (OR=0.98, 95% CI; 0.76--1.25) \[[@b4-cmh-2019-0034]\]. Similar results concerning coronary heart disease were also obtained from the meta-analysis performed by Chai et al. \[[@b5-cmh-2019-0034]\] Researchers of the Multi-Ethnic Study of Atherosclerosis observed that serum leptin levels did not feature significant prognostic value, as far as the risk for incident CVD is concerned, as well \[[@b6-cmh-2019-0034]\]. Thus, the role of leptin in CVD prediction is currently doubted.

However, it has been also demonstrated that liver fibrosis, but not liver steatosis, is associated with higher mortality among patients with NAFLD (hazard ratio=1.69, 95% CI; 1.09--2.63), determined by the NAFLD fibrosis score \[[@b7-cmh-2019-0034]\]. Increase in mortality was almost entirely driven by cardiovascular causes, constituting liver fibrosis marker panels as predictors of CVD mortality among patients with NAFLD \[[@b7-cmh-2019-0034]\]. In the field of secondary prevention of CVD, newer data seem to agree with the aforementioned observations \[[@b8-cmh-2019-0034]\].

According to the data provided by Rotundo et al. \[[@b1-cmh-2019-0034]\], serum leptin might represent a novel measure of liver fibrosis. Thus, it may also be associated with CVD prediction in patients with NAFLD. Its potential use as a marker of liver fibrosis with direct clinical, prognostic implications, will elucidate the hypothesis, whether leptin has in fact a role in the prediction of CVD among patients with NAFLD, which constitutes a significant global health burden \[[@b9-cmh-2019-0034]\].
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